Recently, 4th generation assays that permit the combined detection of human immunodeficiency virus type 1 (HIV-1) p24 antigen (Ag) and anti-HIV antibody (Ab) were introduced on the international market. The diagnostic window is reduced on average by 4 days with this new assay generation in comparison to 3rd generation antibody-screening enzyme immunoassays (EIAs) in HIV-1 group M subtype B primary infections (1, 6) . Up to now, no data had been available on the sensitivity of this new generation of assays for detection of HIV-1 non-B subtype primary infection.
Dilution series of virus lysates of HIV-1 group M non-B subtypes, group O, and HIV-2, in HIV-negative serum are used as a substitute for seroconversion panels for the assessment of the influence of genetic diversity on the sensitivity of 4th generation HIV assays. This seems a valuable approach, since the sensitivity of 4th generation assays in seroconversion panels correlates with sensitivity for Ag detection in virus lysates at least for HIV-1 subtype E primary infection (unpublished data). However, the results from dilutions of virus lysates must be interpreted with caution if a limited number of virus stocks are tested.
The sensitivities for HIV Ag detection of one prototype and six commercially available HIV Ag-Ab (4th generation) combination assays were evaluated by testing virus stocks (n ϭ 10) of different HIV-1 group M subtypes, group O, and HIV-2 diluted in HIV-negative serum adjusted to concentrations ranging between 5 and 15 pg of p24 Ag per ml according to the Dupont standard ( Table 1 ). The sensitivities of the 4th generation assays were highly variable. The best performance was obtained with the VIDAS HIV DUO Ultra and Murex HIV Ag-Ab combination, which detected 7 of 10 virus lysates. Four assays were not able to detect HIV Ag in any 1 of the 10 isolates. The failure of VIDAS DUO HIV Ultra to detect HIV-1 subtype C Ag under a concentration of 34 pg of p24 Ag per ml (which corresponds appreciatively to 125 pg of HIV Ag per ml) as observed by Ly et al. (2) could not be confirmed by our investigation. In a previous study from our group (6), VIDAS HIV DUO Ultra also showed a high sensitivity for Ag detection in virus isolates of different subtypes (A to H and group O). Its sensitivity for two HIV-1 subtype C isolates was equivalent to that of a stand-alone Ag assay with a detection threshold of 3 pg of p24 Ag per ml. The results of dilutions of HIV-1 subtype virus lysates are dependent on the strain used and cannot be generalized for all isolates of an HIV-1 subtype. In this context, it should be underlined that VIDAS HIV DUO Ultra failed to detect one HIV-1 group O isolate at a concentration of 6 pg of p24 Ag per ml (Table 1) . However, in a previous evaluation, the assay showed a more than fourfold-higher sensitivity than the comparative stand-alone Ag assay for two of three group O isolates. Conclusions on the sensitivity of Ag detection from different HIV-1 subtypes can only be drawn by testing larger numbers of virus stocks than only one isolate of each subtype.
Ly et al. tested the sensitivity of Ab detection to HIV variants by using dilution series of anti-HIV-1-and anti-HIV-2-positive serum samples. While dilution series of virus lysates are appropriate to challenge the sensitivity of the Ag detection module of 4th generation assays, the results obtained from dilutions of anti-HIV Ab-positive samples very probably do not reflect the sensitivity of the Ab detection module of these assays. The results correlate with the absolute number of HIV Ab molecules present in the serum; however, the method, which detects the lowest concentration of HIV Abs, may not necessarily show the highest sensitivity for seroconversion samples (4; B. J. Weiblen, J. 
